Results | Of 360 cases in the registry, 44 (41 women and 3 men; mean [SD] age, 53 [13] years [range, 25-78 years] at symptom onset) provided 64 presymptomatic serum samples obtained a mean (SD) of 7 (5.5) years (range, 1-23 years) before symptom onset. They were representative of the whole registry cohort based on age, sex, and disease severity (eg, positive salivary gland biopsy, postdiagnostic presence of anti-Ro/SSA and anti-La/SSB antibodies, and systemic involvement).
The mean duration between symptom onset and the first office visit was 3.7 (median, 3.0) years. Forty-four controls (41 women and 3 men; mean [SD] age, 53 [13] years) provided 44 serum samples.
In 29 cases (66%), autoantibodies were detected before symptom onset (primarily ANA, followed by RF, anti-Ro60/ SSA, anti-Ro52/SSA, and anti-La/SS-B; Table and Figure) . There was no statistically significant difference in the time between a positive test result and symptom onset between autoantibodies (P = .41). The odds ratio (OR) for developing Sjögren syndrome was high for both anti-Ro60/SSA (OR, 15.0; 95% CI, 1.9-118.5) and anti-La/SSB (OR, 10.0; 95% CI, 1.2-81.5) antibodies (Table) . For anti-Ro52/SSA, none of the controls vs 15 cases were reactive.
Discussion | To our knowledge, this is the first systematic investigation of presymptomatic autoantibodies in Sjögren syndrome. Most cases produced autoantibodies many years before clinical onset of the disease; the median time of 4 to 6 years is an underestimate because all seropositive cases had autoantibodies in their earliest available serum sample. 
